Abstract
Background Carcinoma of the gastric remnant after partial gastrectomy for benign disease or cancer is unusual but an important cancer model. The Japanese Society for the Study of Postoperative Morbidity after Gastrectomy (JSSPMG) performed a nationwide questionnaire survey to understand the current state of gastric stump carcinoma in Japan. Methods In the questionnaire survey of November 2008, gastric stump carcinoma was defined as an adenocarcinoma of the stomach occurring 10 years or more after Billroth I or Billroth II gastrectomy for benign condition or cancer disease. The survey was conducted at the request of reports on five or more patients with gastric stump carcinoma for each institution. Items for the survey included gender, age, methods of reconstruction in an original gastrectomy, original diseases, time interval between original gastrectomy and first detection of stump carcinomas, locations of stump carcinomas, tumor histology, tumor depth, and extent of lymph node metastasis. The questionnaire was sent to 163 surgical institutions in the JSSPMG. Results Ninety-five institutions (58.3%) responded to the survey, and the data of 887 patients satisfied the required conditions for the survey. A total of 887 patients were composed of 368 patients who received Billroth I distal gastrectomy and 519 who received Billroth II. The Billroth II group has a significantly higher number of original benign lesions than the Billroth I group (P \ 0.001). This study confirmed the following issues: (1) The remnant stomach after gastrectomy for cancer disease had a higher prevalence to develop stump carcinomas occurring in a shorter time interval since original gastrectomy; (2) Patients with Billroth II gastrectomy had stump carcinomas most frequently in the anastomotic area, but not in the non-stump area as in Billroth I gastrectomy; (3) Tumor histology of 72.4% of 304 stump carcinomas at an early stage was intestinal type adenocarcinoma, i.e., well or moderately differentiated adenocarcinoma, whereas it decreased to 42.2% at the locally advanced stage of 521 stump carcinomas (P = 0.0015), suggesting that stump carcinoma mostly may develop from intestinal type and change to diffuse type during the evolution to advanced stage cancers. Conclusions This large series of surveys suggest that there are two distinct biological plausibilities in the development of gastric stump carcinoma: (1) it develops in a shorter time interval of 10 years or less since the original gastrectomy, may come from a higher risk of gastric mucosa after gastrectomy for cancer diseases that highly predisposes to cancer, and (2) it develops during a longer time interval of 20 years or more, may come from gastrectomy-relating mechanisms after gastrectomy for original benign diseases.
Institutions and corresponding doctors are listed in the Addendum.
Introduction
Carcinoma of the gastric remnant after partial gastrectomy for benign disease or cancer is unusual but an important cancer model. For the past 80 years, investigators have suggested that there is an increased risk of gastric cancer after gastrectomy for benign diseases [1] [2] [3] . Also, elevations in stomach cancer risk in the remnant stomach after gastric surgery have been reported in several cohort studies [4] [5] [6] [7] . However, other investigators have found no increases in risk or increases limited to 15 or more years after gastrectomy [8] [9] [10] . Several reports have postulated that such different conclusions may come from some discrepancies between studies, i.e., a study of gastric ulcer patients alone would show an excess risk of gastric cancer, irrespective of the follow-up periods, whereas one of the duodenal ulcer patients alone would not indicate an excess risk unless the follow-up was more than 20 years [10] . The biological plausibility of the association of the remnant stomach with cancer development stems from the previous demonstration in animal models and in humans of increases in luminal bacterial flora resulting from neutralization of gastric acidity following gastric surgery [11, 12] . These anaerobic bacteria convert nitrates consumed in the diet to nitrites, known precursors of carcinogenic N-nitroso compounds. In addition, persistent reflux of secondary bile, a common result of gastric surgery, promotes chronic gastritis and eventual metaplasia, often suggested as a precursor of neoplasia [13, 14] .
Previous studies have demonstrated that rates of gastric stump carcinoma are consistently higher after treatment with a Billroth II procedure than after treatment with a Billroth I procedure [6, 7, 10, [15] [16] [17] . The increased risk with the Billroth II procedure has been attributed to continuous bathing of the gastric stump anastomosis with secondary bile acids, resulting in mucosal inflammation and regeneration [18] .
In November 2008, the Japanese Society for the Study of Postoperative Morbidity after Gastrectomy (JSSPMG) conducted a nationwide questionnaire survey to evaluate the current state of gastric stump carcinoma in Japan. This paper demonstrates the results of 887 patients with gastric stump carcinoma who underwent surgical treatment in 95 Japanese medical institutions that responded to the questionnaire survey of SSPMG.
Patients and methods
Gastric stump carcinoma is defined as an adenocarcinoma of the stomach occurring 10 years or more after gastrectomy for benign disease or cancer. A minimal latency of 10 years is chosen to avoid spurious effects due to faulty diagnosis of conditions and to exclude any cases with recurrent cancer diseases, because recurrent cancer developing in the remnant stomach at 10 years or more after original gastrectomy for cancer is extremely rare [19, 20] . The methods for reconstruction after distal gastrectomy in this survey were limited to the Billroth I or Billroth II method and did not include any other type of reconstruction, such as Roux-en-Y or jejunal interposition. Items for the questionnaire survey included gender, age, methods of reconstruction at original gastrectomy, original disease, time interval between original gastrectomy and the first detection of stump carcinoma, location of stump carcinoma, tumor histology, tumor depth, and extent of lymph node metastases. The questionnaire was sent to a total of 163 surgical institutions in the JSSPMG. The survey was conducted at the request of reports on five or more patients with gastric stump carcinoma for each institution.
Statistical analysis
Statistical analysis of the data was performed by SSPS 12.0 (SPSS, Chicago, IL, USA). All data are presented as mean ± standard deviation (SD) or number and percentage of patients. Continual variables, including time interval after original surgery, have been expressed as mean ± SD, and comparisons between groups were performed by using the Mann-Whitney U test and t test. Comparisons of categorical variables were performed by using the Pearson's chi-square or Fisher exact tests. P \ 0.05 was considered significant.
Results
Ninety-five institutions (58.3%) responded to the survey, and the data of 887 patients satisfied the required conditions for the survey.
Time interval for development of stump carcinoma and relevance of original diseases and modes of reconstruction A total of 887 patients were composed of 368 patients who received Billroth I distal gastrectomy and 519 who received Billroth II. More than 80% of patients of each group were men. The mean ages and gender distribution of both groups at detection of stump carcinoma were similar. The Billroth II group has a significantly higher number of original benign lesions than the Billroth I group (P \ 0.001). The time interval between original gastrectomy and detection of stump carcinomas was 21.1 ± 9.5 years for 368 patients with Billroth I gastrectomy and 31.5 ± 11 years for 519 patients with Billroth II gastrectomy ( Table 1) .
To elucidate the effect of the time interval since original gastrectomy, the reported number of stump carcinomas was examined over time after the original gastrectomy. A total of 309 patients with original cancer disease (207 with the Billroth II method and 102 with Billroth I) developed stump carcinoma an average of 18.0 years after original gastrectomy, whereas the average time interval was extended to 32.0 years in 578 patients with original benign disease (161 with Billroth I and 417 with Billroth II; P \ 0.001). When they were separately analyzed with a combination of Billroth methods, it was 27.2 ± 9 years for 161 patients with the Billroth I method and 33.9 ± 10.1 years for 417 patients with original benign disease with the Billroth II method, whereas it was 16.4 ± 6.8 years for 207 patients with Billroth I and 21.3 ± 8.1 years for 102 patients with Billroth II in those with original cancer disease (P [ 0.05; Table 2 ). Namely, the patients with original cancer disease developed stump carcinoma in a significantly shorter time interval than those with original benign diseases, but there was no significant difference in the time interval between Billroth I and Billroth II for original benign or cancer disease.
The time trend of a reported number of stump carcinomas for every 5 years after original distal gastrectomy was studied based on original benign or cancer diseases. For patients with original cancer disease, the reported number of stump carcinomas was the highest at 10-15 years after surgery, followed by a gradual decrease in incidence (Fig. 1) . In contrast, for patients with original benign disease, it was the lowest incidence at 10-15 years after surgery, followed by a steady increase (P \ 0.001; Fig. 1 ).
Tumor sites in the remnant stomach
The location of stump carcinomas was evaluated based on the modes of reconstruction at original gastrectomy and the original character of the disease. Tumor locations were defined as the following four parts, including the gastroduodenal or gastrojejunal anastomotic site, gastric stump line, non-stump area, and broadly extended area in the remnant stomach (Fig. 2) . Of interest was that patients with Billroth II gastrectomy had stump carcinomas most frequently in the anastomotic area, regardless of the character of the original diseases, whereas stump carcinomas for those with Billroth I gastrectomy were more frequently located in the non-stump area (Table 3) .
Tumor histology
Distribution of tumor histology of the stump carcinoma was evaluated based on tumor stages and tumor sites. Tumor histology of 72.4% of 304 stump carcinomas at an early stage was intestinal type adenocarcinoma, i.e., well or moderately differentiated adenocarcinoma, whereas it decreased to 42.2% at the locally advanced stage of 521 stump carcinomas (P = 0.0015). This trend was consistent irrespective of the tumor sites (data not shown).
Tumor depth and extent of lymph node metastasis of stump carcinomas Distribution of tumor depth and extent of lymph node metastasis also were evaluated based on the modes of reconstruction at original gastrectomy and characteristics of the original disease (Fig. 3a, b) . Earlier stage of stump carcinomas, such as a tumor confined in the mucosa or submucosa (T1) and no lymph node metastasis (no), were more frequently detected in patients with Billroth I gastrectomy than those with Billroth II gastrectomy, regardless of the characteristics of the original disease (P \ 0.0001 for T1 stage, P = 0.0102 for no stage).
Surgical procedures for stump carcinomas
Modes of surgical procedure for stump carcinomas were evaluated in a similar way. Most surgical procedures (approximately 90%) were total gastrectomy regardless of Billroth I or II original gastrectomy. Partial gastrectomy and local resection, including endoscopic mucosal resection (EMR) or endoscopic submucosal dissection (ESD), were significantly more frequent in patients with original benign disease than those with original cancer disease ( Fig. 4 ; P = 0.0105).
Discussion
Although a questionnaire survey is a useful tool for answering clinical inquiries by pooling data, it has the following drawbacks. The results of the survey are influenced by the character of the questions, including contents, order, length and the method of description, and the survey study lacks any systems of objective validation of the reported data. In addition, this case-survey study cannot estimate the incidence rate of the disease because the study does not include all patients like in a cohort setting. Despite these limitations, the present questionnaire survey makes important observations in the understanding of gastric stump carcinoma in Japan. This study confirmed some important matters, including the fact that patients with original cancer disease developed stump carcinoma in a significantly shorter time interval than those with original benign diseases, mostly peptic ulcers. The time trend of the reported number of stump carcinomas was quite different in manner between the patients with original cancer diseases and those with benign conditions. Namely, it was the highest at 10-15 years (shortest time interval in the study) followed by a gradual decrease in number thereafter for patients with original cancer diseases, whereas it was the lowest at 10-15 years after surgery for patients with original benign diseases, followed by a steady increase thereafter. Those data seem to suggest that carcinogenesis in the remnant stomach may occur based on quite different mechanisms, namely one may come from mucosa with higher risk in the remnant stomach after gastrectomy for cancer diseases and another may come from some already reported mechanisms developed after gastrectomy for original benign diseases [13, 14, 18] . Regarding the risk of stump carcinoma after gastric surgery for benign diseases, several investigations in western countries have reported on possible elevations in gastric stump carcinoma risk after gastric surgery [10, 21, 22] , although other studies have found no increases in risk or increases limited to 15 or more years after gastrectomy for benign diseases [4, 5, 8, 9, 16, 23] . Thus, it is controversial whether the development of gastric stump carcinoma may be directly related to the postoperative time interval. However, part of this study of postgastrectomy for benign diseases confirmed that there is a higher risk of development of stump carcinoma in postoperative stomach and the risk increases gradually over time until 30 years postoperatively. In addition, although some studies [16, 24] suggested that the risk of gastric stump carcinomas increases after an apparent latency of 20 years or more after gastric surgery, there was no latency period found in the current study. The issue of whether there would be different risk of stump carcinoma based on the mode of reconstruction, Billroth I or II, is of interest. However, when the association between risk of stump carcinoma and the mode of reconstruction is evaluated, we should consider the varying number of applications of Billroth I or II procedures in these decades, because indication and absolute number of Billroth I or II procedures were not constant during these periods. It was preferable to use the Billroth II procedure, but not Billroth I, for gastrectomy for peptic ulcers before the late 1980 s in Japan [25] . Since H2-blocker became available for use in our clinics from the late 1980s to the early 1990s, the number of gastric surgeries for peptic ulcers remarkably decreased since 1990 in Japan [26, 27] , and at the same time Billroth I gastrectomy, instead of Billroth II gastrectomy, has become the standard procedure for cases with peptic ulcer diseases [25, 27] . As this questionnaire survey was performed in the fall of 2008, the Billroth I procedure for peptic ulcers seemed to be more frequently applied than the Billroth II procedure at 16-20 or less postoperative years, whereas the number of Billroth II procedures was more dominant at 21-25 or more postoperative years. In addition to such variable backgrounds, as Table 2 indicates, there was no significant difference in the time interval between Billroth I and Billroth II gastrectomy for original benign or cancer disease. Accordingly, this retrospective survey does not seem appropriate to study the association of risk of stump carcinoma development with the mode of reconstruction.
Tumor locations in the remnant stomach were characteristic. Consistent with previous reports [12, [28] [29] [30] , patients with Billroth II gastrectomy had stump carcinomas most frequently in the anastomotic area, but not the nonstump area, such as those with Billroth I gastrectomy. This issue is in line with various reports, indicating that the increased risk with the Billroth II procedure has been attributed to continuous bathing of the gastric stump anastomosis with secondary bile acids, resulting in mucosal inflammation and regeneration [18] .
Evolutional changes of tumor histology of gastric stump carcinomas between an early stage and a locally advanced stage also were of interest, suggesting the stump carcinoma may mostly develop from intestinal type adenocarcinoma and change to diffuse type, during evolution towards locally advanced cancers. Gastritis cystic polyposa has long been identified as a characteristic precursor lesion of gastric stump carcinoma [31] . The issue that most of the early stump carcinomas were of the intestinal type in the current analysis does not conflict with previous findings. As for tumor histology of primary gastric cancer, there are, in general, slightly more intestinal types (55-60%) with early cancers and more diffuse types (58-63%) with advanced cancers [32] [33] [34] . Therefore, obvious changes of tumor histology in the current study may indicate a typical pattern of clonal evolution during the progression of gastric cancer.
The analysis of distribution of tumor depth and extent of lymph node metastases demonstrated that earlier stage stump carcinomas were found more in patients with Billroth I gastrectomy, probably because of easier detection of stump carcinoma in patients with Billroth I gastrectomy and less frequency of clinical manifestations in those with Billroth II [35] .
Regarding surgical procedures for stump carcinomas, significantly more frequent application of partial gastrectomy and local resection for patients with those benign in origin might be associated with a rather larger size of stomach remaining for those patients.
The prevalence of Helicobacter pylori infection, a recently reported risk factor for stomach cancer [36, 37] is not known in this study sample. However, the current study clearly indicates that the remnant stomach after gastrectomy for cancer had higher prevalence to develop stump carcinomas occurring in a shorter time interval, suggesting a relationship between the higher risk of gastric mucosa and development of stump carcinomas in a shorter time interval. It is now widely accepted that Helicobacter pylori plays a role in the pathogenesis of gastric cancer. In addition, the higher prevalence of Helicobacter pylori infection in early cancer than in locally advanced cancer may suggest its possible association with the pathogenesis of gastric stump carcinomas [38] .
Conclusions
This study provides adequate power to detect important observations in the understanding of gastric stump carcinoma by virtue of the large sample (887 patients with gastric stump carcinomas). This study confirms the following important issues: (1) Patients with original cancer disease developed stump carcinoma in a significantly shorter time interval than those with original benign conditions whose stump carcinomas gradually increased as years passed; (2) Patients with Billroth II gastrectomy had stump carcinomas most frequently in the anastomotic area but not in the non-stump area like those with Billroth I gastrectomy; (3) There were remarkable differences in the tumor histology of gastric stump carcinomas between the early stage mostly having intestinal type and the locally advanced stage having diffuse type. P.W.F.A.C Asahikawa-Kosei General Hospital (Takahashi M), Nagoya City University (Fujii Y), Kinki University School of Medicine (Shiozaki H), Teikyo University School of Medicine University Hospital, Mizonokuchi (Sugiyama Y).
